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Appendix oO: PATHOLOGY 
GLP Study #87-012 
Principal Investigator: Valerie G. Coppes, BS 
Co-Principal Investigator: Charlotte Gomez 
Study Pathologist: Charles B. Clifford, DVM, PhD, MAJ, VC of 57 
I. INTRODUCTION 


Study: Reproductive and Fertility Toxicity Test in Rats 
Test Compound: Nitroguanidine. 
Animal: Rattus norvegicus, Sprague-Dawley, 5 week, 100-250 gram, Male and Female. 


Dosage Groups: : 
Accesion For 


Dose ; 
Group 1 (Control) 0.0 ppm NTIS CRA&l 
Group 2 1.3 ppm DTIC TAB 
Group 3 4.0 ppm Unannounced 
Group 4 12.7 ppm Justification | 


Generational Subgroups 


Subgroup 1 Parental 
Subgroup 2 Offspring (F,) 


Reference: SOP-OP-STX-79 
Il. SUMMARY OF PATHOLOGY PROCEDURES 


Dist | Special 


III. PUPS: Some of the F, generation were selected for dosing and to be the parents of the F, 
generation. The remainder of the F, generation and all of the F, generation were sacrificed at 22 - 
24 days of age. Terminal body weight, age at sacrifice, and date of sacrifice were recorded, these 
data are listed in Pathology Annex A. The first seven characters in a pup’s animal identification 
number are those of the dam, the next character identifies the sex of the pup, and the last one 
or two characters are the number of the pup in its litter. Gross lesions were observed in only two 
pups of the 822 examined. 87D0868F2, from the F, high dose group, had a focal subcapsular cyst 
on the middle lobe of the liver. Microscopically, mild subcapsular telangiectasis was observed. 
87D0952F4, from the F, control group, had yellow-white foci visible on the surface of the liver. 
Microscopically, although no lesion was observed, subcapsular foci of extramedullary hematopoiesis 
were especially prominent, and probably accounted for the gross observation. 


IV. TERMINAL BODY WEIGHTS (ADULTS): Terminal body weight data are summarized for 
all females in Pathology Table 1. Pathology Table 2 has terminal body weight data for the 
parental generation for the females, and Pathology Table 3 has these data for the F, generation. 
Pathology Tables 4, 5 and 6 have similar information from the males. In these and other 
Pathology Tables, data are listed as being in two Xybion studies on the computer: 87012F for the 
females; 87012M for the males. Body weight data were analyzed by analysis of variance, and 
where the F probability was less than 0.05, differences between dosed and control groups were 
analyzed by Fisher’s least significant difference method. In both the males and the females, there 
was a significant difference in terminal body weight between the high dose groups and the 
controls, due largely to decreased body weights in the F, high dose groups. The F, low dose 
(Group 2) females also had a significant decrease in body weight. No morphologic reason was 
observed to explain this variation. No other significant differences in terminal body weights were 
noted, either between generations or among dosage groups. 


Euthanasia: Sodium Pentobarbital, Intraperitoneal. 
Fixative: 10% Neutral Buffered Formalin. 
Histopathology: Routine. 

Other Procedures: Terminal Body Weights. 


} Ava und for 


1 
" 
et na ESA Se er hat LARSON OE al A i ce a al th eat NCetd ll ae Leen sits fii silt Matai” Dumlickeni labial wiblidataitetintannnit ttinienie dstalniedbabstenbaniinietnesinidtithestahesttis 


' 
3 
aa Aad Rigen da be se a ee! 


Me a ver tN S. 


Coppes et al -- 408 
Appendix O (Cont.): PATHOLOGY 


V. GROSS FINDINGS (ADULTS): Incidence summary reports of gross lesions for all deaths are 
listed in Pathology Tables 7, 8, and 9 for females and in 10, 11, and 12 for males. Congestion 
of the liver was observed more frequently in the F, generation males than in the parental 
generation males, but differences among treatment groups were not significant and the change in 
the frequency of this observation was attributed to changes-in necropsy personnel and possibly in 
stringency of grading criteria. Histologically, these livers were normal. No other differences 
among treatment groups or between generations were significant. 


VI. MICROSCOPIC FINDINGS (ADULTS): Tissues saved for microscopic examination from all 
groups were: Pituitary gland and gonads from both sexes; uterus and vagina from females; 
epididymis, seminal vesicle, coagulating gland and prostate gland from males. All Jesions noted 
at gross necropsy were also saved for microscopic examination. 


One animal, an F, male, 87D00941, from dosage group 2, died on study. Tissues were moderately 
autolytic and the cause of desth was not determined. Data from this animal are included in 
Pathology Annex C, and in all appropriate Pathology Tables. 


All tissues were examined from groups 1 (control) and 4 (high dose). Lesions were graded on a 
subjective severity scale of 1 = slight, 2 = mild, 3 = moderate, 4 = marked, and 5 = severe. 


Pathology Tables 13, 14, and 15 list the incidence summary of all microscopic observations of 
tissues from all females, parental females, and F, females, respectively. Pathology Tables 16, 17, 
and 18 have similar information from the males. Based on results of Kolmogorov-Smirnov two- 
tailed analysis (95% confidence level) of microscopic findings, no lesion was significantly more 
frequent in a treated group than in the control group, from either sex. One lesion, however, 
lymphocytic inflammation in-the prostate, was significantly less frequent in the high dose parental 
males than in the parental control group, see Pathology Table 17, and was also lower than in the 
F, high dose males, by Fisher’s exact two-tailed test (BMDP Statistical Software, Los Angeles, CA). 
Prostate, therefore, was examined from males in all dosagé groups in both generations. 
Lymphocytic inflammation was observed in prostates of intermediate dose group males from both 
generations less frequently than in the control groups, and the F, high dose males had a slightly 
higher incidence of this lesion than the F, male control group, but none of these differences were 
significant. Most lesions in the prostate, as well as in other organs, were graded as either slight 
or mild. Lymphocytic inflammation of the prostate and other accessory sex glands is common 
finding in rats (1, 2, 3), and considered in this study to be unrelated to treatment. The low 
incidence in the high dose parental males is considered to be by chance alone, or possible slight 
change in sampling location or other methodologic variation, and not reflective of a protective effect 
of nitroguanidine. 


No significant differences were observed in the incidence of any lesion in either sex between 
generations, , 


Pathology Annex B contains the Individual Animal Reports, with terminal body weight data, and 
gross and microscopic findings, for all females, organized by dosage group and animal number. 
Pathology Annex C contains similar information for the males. Pathology Annex D contains a 
glossary of microscopic diagnoses. 


VII. SUMMARY COMMENTS: No lesions were observed in these animals which were attributable 
to treatment. Lesions which were observed were generally slight to mild, and were considered to 
be incidental findings of little or no clinical significance. 


Chitin Ca 


CHARLES B, CLIFFORD, DVM, PhD 
MAJ, VC 

Diplomate, ACVP 

Division of Military Trauma Research 
12 Fébruary 1990 
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PATHOLOGY 


Pathology Annex A 


F Dose Group 1 - Females 


Path Acc, Ni 


B 


22d/10 Nov 87 
22d/10 Nov 87 
22/10 Nov 87 
240/26 Oct 87 
24d/26 Oct 87 
24d/26 Oct 87 
220/25 Oct 87 
224/25 Oct 87 
220/25 Oct 87 
220/28 Oct 87 
22d/28 Oct 87 
220/28 Oct 87 
22d/28 Oct 87 
22d/28 Oct 87 
220/28 Oct 87 
22d/28 Oct 87 
22d/28 Oct 87 
22d/12 Nov 87 
22d/12 Nov 87 
22d/12 Nov 87 
22d/12 Nov 87 
22d/12 Nov 87 
220/29 Oct 87 
220/29 Oct 87 
22d/29 Oct 87 
220/29 Oct 87 
22d/29 Oct 87 


| 224/29 Oct 87 


22d/29 Oct 87 
22d/29 Oct 87 
26d/30 Oct 87 
26d/30 Oct 87 
26d/30 Oct 87 
25d/31 Oct 87 
250/31 Oct 87 
25d/31 Oct 87 
23d/2 Nov 87 
23d/2 Nov 87 
22d/3 Nov 87 
20d/3 Nov 87 
22d/3 Nov 87 
22d/3 Nov 87 


41.8 ¢ 
39.2 g 
44.4 ¢ 
68.2 g 
69.2 g 
70.0 g 
47.8 ¢ 
50.5 g 
49.5 g 
42.9 ¢ 
46.2 g¢ 
43.4 ¢ 
45.5 g 
43.5 ¢ 
44.62 
42.8 g 
43.6 g 
48.7 ¢ 
51.2 ¢ 
47.8 g 
52.9 g 
47.12 
54.9 g 
50.1 g 
53.3 g 
49.5 g 
52.0 g 
43.4¢ 
47.2¢ 
47.2¢ 
58.1 ¢ 
69.4 g 
6l.1g 
56.9 g 
57.8 g 
53.6 g 
55.7 g 
58.3¢ 
45.5 g 
15.1 ¢ 
48.6 ¢ 
61.3 g 


D 
2 Dec 87 
2 Dec 87 
2 Dec 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
16 Nov 87 
16 Nov 87 
16 Nov 87 
19 Nov 87. 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
4 Dec 87 
4 Dec 87 
4 Dec 87 
4 Dec 87 
4 Dec 87 
20 Nov 87 
20 Nov 87 
20 Nov &7 
20 Nov 87 
20 Nov 87 
20 Nov 87 
20 Nov 87 
20 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
23 Nov 87 
25 Nov 87 
25 Nov 87 
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Appendix O (Cont.): PATHOLOGY 
Pathology Annex A 
imal Path Acc, N B N 
87D0507F2 42450 22d/3 Nov 87 48.4 ¢ 25 Nov 87 
509F1 42A54 22d/3 Nov 87 48.0 ¢ 25 Nov 87 
509F3 42455 22d/3 Nov 87 49.2¢ 25 Nov 87 
509F7 42456 22d/3 Nov 87 43.9 ¢ 25 Nov 87 
512F 1 42149 22d/8 Nov 87 63.6 g 30 Nov 87 
512F3 42150 22d/8 Nov 87 58.3 g 30 Nov 87 
520F1 42770 22d/22 Nov 87 49.8 ¢ 14 Dec 87 
520F2 42771 22/22 Nov 87 47.5 ¢ 14 Dec 87 
520F6 42772 22d/22Nov 87 55.0 g 14 Dec 87 
5233 42764 23d/21 Nov 87 | 39.5¢ 14 Dec 87 
523F4 42765 23d/21 Nov 87 55.4 g 14 Dec 87 
52387 42766 22d/21 Nov 87 | 54.0¢ 14 Dec 87 | 
525F 1 42793 22d/25 Nov 87 | 47.9¢ 17 Dec 87 
525F2 42794 220/25 Nov 87 40.0¢g 17 Dec 87 
525F7 42795 22d/25 Nov 87 | 49.3¢g 17 Dec 87 
542F 1 42591 22d/8 Nov 87 50.8 g 30 Nov 87 | 
542F2 42592 22d/8 Nov.87 | 50.7g 30 Nov 87 
5A2F5 42593 22/8 Nov 87 43.3 g 30 Nov 87 : 
545F1 42460 23d/7 Nov 87 56.3 g 30 Nov 87 4 
545F2 42461 23d/7 Nov 87 48.4 ¢ 30 Nov 87 | 
5AGF2 42594 22d/8 Nov 87 59.6 g 30 Nov 87 
550F 1 42665 22d/10 Nov 87 | 33.5¢g 2 Dec 87 i 
550F2 42666 22d/10 Nov 87 j 28.5g 2 Dec 87 
550F4 42667 22d/10 Nov 87 |} 29.0g 2 Dec 87 
551F 10 42595 22d/8 Nov 87 52.5 g 30 Nov 87 
55183 42597 22d/8 Nov 87 46.4¢ 30 Nov 87 ; 
551F7 42598 22d/8 Nov 87 48.9¢ 30 Nov 87 | 
55189 42599 22d/8 Nov 87 49.5 g 30 Nov 87 
F 4 Dose Group 2 - Females 
87D0424F2 42167 22d/25 Oct 87 | 38.7 ¢ 16 Nov 87 
42A4F3 42168 22d/25 Oct 87 37.5 g 16 Nov 87 
42A4F6 42169 22d/25 Oct 87 36.1 g 16 Nov 87 
448F 1 42552 24d/6 Nov 87 56.8 g 30 Nov 87 | 
448F3 . 42553 24d/6 Nov 87 56.6 g 30 Nov 87 i 
448F7 42554 24d/6 Nov 87 58.2 ¢ 30 Nov 87 | 
449F1 42637 22d/9 Nov 87 50.3 g 1 Dec 87 
449F7 42638 22d/9 Nov 87 43.3 g 1 Dec 87 : 
449F'10 42639 22d/9 Nov 87 40.7 ¢ 1 Dec 87 ; 
452F1 42414 24d/1 Nov 87 712.6 g 25 Nov 87 
452F2 42415 24d/1 Nov 87 66.5 g 25 Nov 87 | 
463F 1 42227 24d/26 Oct 87 51.5 g 19 Nov 87 


. | 
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Appendix O (Cont.): PATHOLOGY 
& Pathology Annex A 
Animal ID No, __Path Acc, No, _ Age/DOB_ Wt. _ Necropsy Date 
87D0463F2 42228 240/26 Oct 87 51.6 g 19 Nov 87: 

463F4 42229 260/26 Oct 87 49.49 19 Nov 87 
464F2 42336 220/29 Oct 87 48.0 g 20 Nov 87 
464F3 42337 220/29 Oct 87 50.4g¢ 20 Nov 87 
AT3F1 42419 24d/1 Nov 87 56.7 g 25 Nov 87 
473F2 42420 24d/1 Nov 87 58.9 g 25 Nov 87 
A73F4 42A21 24d/1 Nov 87 53.8 g 25 Nov 87 
A4T5F2 42387 26d/30 Oct 87 68.8 g 25 Nov 87 
ATEF 1 42688 22d/15 Nov 87 | 47.2¢ 7 Dec 87 
476F 2 42689 22d/15 Nov 87 | 53.9¢ 7 Dec 87 
4766 42690 22d/15 Nov 87 | 53.2¢ 7 Dec 87 
488F1 47701 220/18 Nov 87 | 39.9¢ 10 Dec 87 . 
4882 42702 220/18 Nov 87 | 40.9¢ 10 Dec 87 
488F6 42703 22d/18 Nov 87 38.2 g 10 Dec 87 
4954 42687 24d/13 Nov 87 | 65.7 ¢ 7 Dec 87 
499F 1 42558 24d/6 Nov 87 64.7 ¢ 30 Nov 87 
499F2 42559 24d/6 Nov.87 59.9 ¢ 30 Nov 87 
499F5 42560 24d/6 Nov 87 68.1 ¢ 30 Nov 87 
502F2 42570 23d/7 Nov 87 57.48 30 Nov 87 
502F'5 42571 23d/7 Nov 87 62.7 g 30 Nov 87 

@ 518F 1 42494 23d/4 Nov 87 45.2¢ 27 Nov 87 
518F7 42495 23d/4 Nov 87 46.8 ¢ 27 Nov 87 
518F10 42496 23d/4 Nov 87 49.52 27 Nov 87 
522F1 42526 22d/5 Nov 87 51.5 g 27 Nov 87 
522F3 42527 22d/5 Nov 87 44.3 ¢ 27 Nov 87 
5227 42528 22d/5 Nov 87 45.3 ¢ 27 Nov 87 
531F1 42457 22d/8 Nov 87 50.4 g 30 Nov 87 
531F2 42610 22d/8 Nov 87 46.0g 30 Nov 87 
534F1 42614 220/8 Nov 87 39.1¢ 30 Nov 87 
534F2 42615 220/8 Nov 87 36.0 ¢ 30 Nov 87 
534F6 42616 22d/8 Nov 87 35.6 g 30 Nov 87 
536F1 42582 23d/7 Nov 87 52.1¢ 30 Nov 87 
536F2 42583 23d/7 Nov 87 56.4 g 30 Nov 87 
536F5 42584 23d/7 Nov 87 56.2 g 7 Nov 87 

549F1 42650 22d/9 Nov 87 55.7 g 1 Dec 87 
549F2 42651 22d/9 Nov 87 52.2 ¢ 1 Dec 87 
549F4 42652 22d/9 Nov 87 55.2 g 1 Dec 87 
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Appendix O (Cont.): PATHOLOGY 


Avimal JD No, Path Acc, No, Age/DOB Wt Necropsy Date 

87D0417F 1 42458 22d/8 Nov 87 54.3 g 30 Nov 87 
A1TE3 42143 22d/8 Nov 87 54.2 ¢ 30 Nov 87 
417F6 42144 22d/8 Nov 87 49.2 g 30 Nov 87 
417F9 42145 22d/8 Nov 87 54.1 ¢ 30 Nov 87 
420F 1 42161 220/25 Oct 87 -| 45.1¢g 16 Nov 87 
420F3 42162 220/25 Oct 87 41.7¢ 16 Nov 87 
420F7 42163 220/25 Oct 87 43.3 g 16 Nov 87 
432F 1 42156 230/24 Oct 87 48.9 g 16 Nov 87 
432F2 42157 230/24 Oct 87 51.4¢ 16 Nov 87 
432F4 42158 23d/24 Oct 87 51.9 ¢ 16 Nov 87. 
435F1 42221 240/26 Oct 87 60.3 g 19 Nov 87 
435F2 42222 240/26 Oct 87 60.6 g 19 Nov 87 
435F5 42223 240/26 Oct 87 65.3 g 19 Nov 87 
443F2 42179 220/25 Oct 87 54.4 g 16 Nov 87 
456F 1 42251 220/28 Oct 87 47.6 ¢ 19 Nov 87 
456F2 42252 22d/28 Oct 87 45.2 g 19 Nov 87 
45684 42253 220/28 Oct 87 48.4 ¢ 19 Nov 87 
459F2 42326 220/29 Oct 87 56.8 g 20 Nov 87 
466F'1 42373 260/30 Oct 87 69.9 g 25 Nov 87 
466F2 42374 26d/30 Oct 87 68.1 ¢ 25 Nov 87 
466F4 42375 260/30 Oct 87 67.3 g 25 Nov 87 
466F6 42376 260/30 Oct 87 68.8 g 25 Nov 87 
469F 1 42341 220/29 Oct 87 46.7 g 20 Nov 87 
469F2 42342 220/29 Oct 87 48.0 ¢ 20 Nov 87 
469F5 42343 220/29 Oct 87 50.8 g 20 Nov 87 
ATIFI 42481 23d/4 Nov 87 49.1¢g 27 Nov 87 
ATIF2 42482 23d/4 Nov 87 50.0 g 27 Nov 87 
471F4 42483 | 23d/4 Nov 87 49.7 g 27 Nov 87 
47156 42484 23d/4 Nov 87 48.6 ¢ 27 Nov 87 
478F 1 42403 25d/31 Oct 87 54.0¢ 25 Nov 87 
AT8E3 42404 25d/31 Oct 87 55.1 g 25 Nov 87 
A478E7 42405 250/31 Oct 87 58.6 g 25 Nov 87 
480F 1 42499 22d/5 Nov 87 46.0g 27 Nov 87 
480F2 42500 22d/5 Nov 87 50.8 g 27 Nov 87 
480F5 . 42501 22d/5 Nov 87 49.2¢ 27 Nov 87 
480F6 42502 22d/5 Nov 87 50.1 g 27 Nov 87 
490F 1 42430 23d/2 Nov 87 60.1 ¢ 25 Nov 87 
490F2 42431 23d/2 Nov 87 55.4¢ 25 Nov 87 
490F5 42432 23d/2 Nov 87 52.0 g 25 Nov 87 
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Appendix O (Cont.): PATHOLOGY 

@ Pathology Annex A 

Path Acc, Ni B 
87D0494F'1 42506 22d/5 Nov 87 50.7 g 
49482 42507 22d/5 Nov 87 49.4 ¢ 
508F 1 42750 22d/19 Nov 87 | 51.9¢ 
508F2 42751 22d/19 Nov 87 | 49.6 ¢ 
511F2 42564 24d/6 Nov 87 50.3 g 
51183 42565 24d/6 Nov 87 44.3 ¢ 
511F8 42566 24d/6 Nov 87 46.2 ¢ 
515F1 42575 23d/7 Nov 87 53.7 g 
515E7 42576 23d/7 Nov 87 51.4¢ 
515F10 42577 23d/7 Nov 87 50.7 g 
526F 1 42643 22d/9 Nov 87 46.2 ¢ 
526F2 42644 22d/9 Nov 87 43.7 g 
526F5 42645 22d/9 Nov 87 374g 
527F1 42755 22d/19 Nov 87 | 52.8¢ 
527F2 42756 22d/19 Nov 87 | 50.5¢ 
527F4 42757 22d/19 Nov 87 | 49.4¢ 
537F5 42600 22d/8 Nov.87 60.2 g 
537F1 42618 _22d/8 Nov 87 40.8 g 
537F3 42619 22d/8 Nov 87 56.3g 
543F1 42776 22d/23 Nov 87 | 48.0¢ 
@ 543F3 42777 22d/23 Nov 87 | 50.4g 
543F6 42778 220/23 Nov 87 | 48.7¢ 
547F 1 42465 23d/7 Nov 87 53.2 g 
5472 42466 23d/7 Nov 87 53.8 g 
5474 42467 23d/7 Nov 87 54.7 g 
Fy Dose Group 4 - Females 

87D0414F 1 42672 22d/11 Nov 87 | 41.7¢ 
414F3 42673 22d/11 Nov 87 | 40.6¢ 
414F7 42674 22d/11 Nov 87 | 41.6¢ 
426F1 42206 240/26 Oct 87 48.0¢g 
426F2 42207 24d/26 Oct 87 44.1g 
426F4 42208 24d/26 Oct 87 50.3 g 
429F 1 42213 240/26 Oct 87 54.7 g 
429K 2, 42214 240/26 Oct 87 60.3 g 
429F'4 42215 24d/26 Oct 87 54.0 g 
434F2 42217 24d/26 Oct 87 712.2 g 
450F1 42245 22d/28 Oct 87 39.2 g 
450F2 42246 220/28 Oct 87 38.7 g 
450F6 42247 220/28 Oct 87 42.3 g 
467F 1 42379 26d/30 Oct 87 63.2 g 
467F3 42380 260/30 Oct 87 63.3 g 
46785 42381 26d/30 Oct 87 64.8 g 
© 467E7 42382 264/30 Oct 87 62.1 g 
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27 Nov 87: 
27 Nov 87 
11 Dec 87 
11Dec 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
1 Dec 87 


1 Dec 87 | 


1 Dec 87 

11 Dec 87 
11 Dec 87 
11 Dec 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
15 Dec 87 
15 Dec 87 
15 Dec 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 


3 Dec 87 

3 Dec 87 

3 Dec 87 

19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
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500F 1 
500F2 
500F'4 
503F2 
503F3 
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506F 1 
506F2 
50684 
513F 1 
513F2 
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(Cont.): PATHOLOGY 
Pathology Annex A 
26d/30 Oct 87 | 66.1¢g 
26d/ 30 Oct 87 | 62.7¢ 
260/30 Oct 87 65.6 g 
24d/1 Nov 87 56.1 ¢ 
24d/1 Nov 87 63.4 g 
9Ad/i Nov 87 | 60.52 
29d/17 Nov 87 | 40.9¢ 
22d/17 Nov 87 | 39.0g 
22d/17 Nov 87 | 38.3¢ 
23d/4 Nov 87 47.1¢g 
23d/4 Nov 87 47.52 
23d/4 Nov 87 45.2 g 
234/2 Nov 87 54.5 g 
93d/2. Nov 87 | 54.1¢ 
99d/5 Nov 87 | 46.6¢ 
22d/5 Nov 87 415g 
22d/5 Nov 87 44.8 ¢ 
22d/5 Nov 87 46.6 g 
22d/5 Nov 87 44,9¢ 
22d/5 Nov 87 45.5 g 
22d/8 Nov 87 42.0 g 
22d/8 Nov 87 48.7 ¢ 
22d/8 Nov 87 48.9 g 
23d/7 Nov 87 58.5 g 
22d/8 Nov 87 54.4 g 
22d/8 Nov 87 §1.9¢ 
22d/8 Nov 87 49.7 g 
22d/8 Nov 87 53.7 g 
22d/8 Nov 87 49.7 g 
29d/24Nov87 | 42.5¢ 
29d/24 Nov 87 | 37.9¢ 
22d/24 Nov 87 | 41.5¢ 


25 Nov 87 
25 Nov 87 
25 Nov 87 
9 Dec 87 
9 Dec 87 
9 Dec 87 
27 Nov 87 
27 Nov 87 
27 Nov 87 
25 Nov 87 
25 Nov 87 
27 Nov 87 
27 Nov 87 
27 Nov 87 
27 Nov 87 
27 Nov 87 
27 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 


30 Nov 87 


30 Nov 87 
30 Nov 87 
16 Dec 87 
16 Dec 87 
16 Dec 87 
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Fy Dose Group 1 - Males 


im: P Ne IB 
87D0421M1 42656 22d/10 Nov 87 | 47.1¢ 2 Dec 87 
421M2 42657 22d/10 Nov 87 42.2¢ 2 Dec 87 
421M4 42658 22d/10 Nov 87 4l.lg 2 Dec 87 
425M2 42199 244/26 Oct 87 79.2 g 19 Nov 87 
430M1 42152 23d/24 Oct 87 66.0 g 16 Nov 87 
430M2 42153 23d/24 Oct 87 64.3 g 16 Nov 87 
431M2 42216 240/26 Oct 87 62.5 g 19 Nov 87 
4371 42170 22d/25 Oct 87 46.5 ¢ 16 Nov 87 
437M2 42171 220/25 Oct 87 50.5 g 16 Nov 87 
437M4. 42172 220/25 Oct 87 38.2 g 16 Nov 87. 
442M2 42230 22d/28 Oct 87 46.6 g 19 Nov 87 
445M1 42236 220/28 Oct 87 44.0 ¢ 19 Nov 87 
445M3 42237 22d/28 Oct 87 45.2 g 19 Nov 87 
445M7 42238 22/28 Oct 87 46.8 g 19 Nov 87 
446M2 42678 220/12 Noy 87 | 52.3¢ 4 Dec 87 
447M1 42319 22/29 Oct 87 53.6 g 20 Nov 87 
447M3 42320 22d/29 Oct 87 50.8 g 20 Nov 87 
447M7 42321 22d/29 Oct 87 519g 20 Nov 87 
} 461M2 42327 22d/29 Oct 87 48.6 g 20 Nov 87 
461M3 42328 224/29 Oct 87 50.0 g 20 Nov 87 
461M5 42329 22d/29 Oct 87 53.8 g 20 Nov 87 
461M6 42330 22d/29 Oct 87 49.6 g 20 Nov 87 
472M1 42344 220/29 Oct 87 45.4 g 20 Nov 87 
472M2 42345 220/29 Oct 87 50.9 g 20 Nov 87 
472M4 42346 22d/29 Oct 87 55.7 g 20 Nov 87 
479M1 42394 260/30 Oct 87 68.0 g 25 Nov 87 
479M2 42395 260/30 Oct 87 66.0 g 25 Nov 87 
479M6 42396 | 260/30 Oct 87 68.4 g 25 Nov 87 : 
484M 1 42406 25d/31 Oct 87 56.0 g 25 Nov 87 i 
484M3 42407 25d/31 Oct 87 55.8 g 25 Nov 87 { 
484M7 42408 25d/31 Oct 87 60.8 g 25 Nov 87 i 
496M1 42433 23d/2 Nov 87 55.9 g 25 Nov 87 
496M2 42434 23d/2 Nov 87 48.1¢ 25 Nov 87 
498M2 42442 22d/3 Nov 87 51.3 ¢ 25 Nov 87 
498M3 . 42443 22d/3 Nov 87 47.32 25 Nov 87 ‘ 
498M8 42444 22d/3 Nov 87 48.3 g 25 Nov 87 
507M1 42447 22d/3 Nov 87 64.7 g 25 Nov 87 j 
507M2 42448 22d/3 Nov 87 63.3 g 25 Nov 87 
509M1 42451 22d/3 Nov 87 50.4 g 25 Nov 87 | 
509M2 42452 22d/3 Nov 87 50.6 g 25 Nov 87 i 
509M4 42A53 22/3 Nov87 | 508g | 25Nov87 
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Appendix 0O 


(Cont.): 


PATHOLOGY 


Pathology Annex A 


22d/8 Nov 87 
22d/8 Nov 87 
22d/8 Nov 87 
22d/22 Nov 87 
22d/22 Nov 87 
22d/22 Nov 87 
22d/8 Nov 87 
22d/8 Nov 87 
23d/7 Nov 87 
23d/7 Nov 87 
23d/7 Nov 87 
23d/7 Nov 87 
22d/10 Nov 87 
22d/10 Nov &7 
22d/10 Nov 87 
22d/8 Nov,.87 
23d/21 Nov 87 


' 23d/21 Nov 87 


22d/25 Nov 87 
22d/25 Nov 87 


220/25 Oct 87 
22d/25 Oct 87 
22d/25 Oct 87 
24d/6 Nov 87 
24d/6 Nov 87 
24d/6 Nov 87 
22d/9 Nov 87 
22d/9 Nov 87 
22d/S._Nov 87 
2Ad/1 Nov 87 
24d/1 Nov 87 
24d/26 Oct 87 
24d/26 Oct 87 
240/26 Oct 87 
22d/29 Oct 87 
22/29 Oct 87 
22/29 Oct 87 
24d/1 Nov 87 
24d/1 Nov 87 
24d/1 Nov 87 
26/30 Oct 87 


6l.ig 
52.8 g 
57.1¢ 
59.9 g 
46.1 ¢ 
50.2 g 
47.3 ¢ 
56.0-¢ 
56.4 g 
54.8 g 
58.3 g 
56.4 g 
33.7 g 
27.9 ¢ 
29.2 £ 
46.3 g 
58.8 g 
57.2 ¢ 
50.5 g 
54.7 g 


F 1 Dose Group 2 -Males 


38.0 g 
414g 
35.9 g 
59.1g 
59.6 g 
60.4 g 
50.4 ¢ 
48.0 g 
50.2 ¢ 
69.4¢ 
69.7 g 
57.8 g 
59.2 g 
50.3 g 
5l.1g 
47.2¢ 
51.9 ¢ 
64.9 g 
66.0 g 
61.9 g 
73.1 ¢ 


30-Nov 87 
30 Nov 87 
30 Nov 87 
14 Dec 87 
14 Dec 87 
14 Dec 87 
30 Nov 87 
30 NOv 87 
30 Nov 87 
30 Nov 87 
30 Nov 87. 
30 Nov 87 
2 Dec 87 
2 Dec 87 
2 Dec 87 
30 Nov 87 
14 Dec 87 
14 Dec 87 
17 Dec 87 
17 Dec 87 


16 Nov 87 
16 Nov 87 
16 Nov 87 
30 Nov 87 
30 Nov 87 
30 Nov 87 
1 Dec 87 

1 Dec 87 

1 Dec 87 

25 Nov 87 
25 Nov 87 
19 Nov 87 
19:Nov 87 
19 Nov 87 
20 Nov 87 
20 Nov 87 
20 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
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@ Pathology Annex A 
imal ID N N B N D 
87D0475M2 42384 26d/30 Oct 87 724g 25 Nov 87 
475M4. 42385 260/30 Oct 87 719¢ 25 Nov 87 
475M5 42386 25d/30 Oct 87 68.12 25 Nov 87 
476M1 42691 22d/15 Nov 87 | 57.4¢ 7 Dec 87 
476M2 42692 22d/15 Nov 87 | 55.1¢ 7 Dec 87 
488M1 42704 22d/18 Nov 87 | 44.0¢ 10 Dec 87 
488M2 42705 22d/18 Nov 87 | 37.8¢ 10 Dec 87 
488M4 42706 22d/18 Nov 87 | 39.7 ¢ 10 Dec 87 
499M1 42555 24d/6 Nov 87 66.1 g 30 Nov 87 
499M7 42556 24d/6 Nov 87 59.2 ¢ 30 Nov 87 
499M10 42557 24d/6 Nov 87 62.7 g 30 Nov 87 
501M2 42508 22/5 Nov 87 58.6 g 27 Nov 87 
502M1 42567 23d/7 Nov 87 62.2 g 30 Nov 87 
502M3 42568 23d/7 Nov 87 62.8 g 30 Nov 87 
502M7 42569 23d/7 Nov 87 63.2 g 30 Nov 87 
518M1 42491 23d/4 Nov.87 45.2 ¢ 27 Nov 87 
518M2 42492 23d/4 Nov 87 50.9 g 27 Nov 87 
518M4 42493 ' 23d/4 Nov 87 50.8 g 27 Nov 87 
522M1 42523 22d/5 Nov 87 43.8 g 27 Nov 87 
@ 522M2 42524 22d/5 Nov 87 479g 27 Nov 87 
522M5 42525 22d/5 Nov 87 45.5 g 27 Nov 87 
531M2 42625 22d/8 Nov 87 49,2 ¢ 30 Nov 87 
531M3 42626 22d/8 Nov 87 50.3 g 30 Nov 87 
531M6 42627 22d/8 Nov 87 47.7 ¢ 30 Nov 87 
531M7 42628 22d/8 Nov 87 49.8 g 30 Nov 87 
533M5 42646 22d/9 Nov 87 39.1 g 1 Dec 87 
534M1 42611 22d/8 Nov 87 36.8 g 30 Nov 87 
534M2 42612 22d/8 Nov 87 40.9 g 30 Nov 87 
534M4 42613 22/8 Nov 87 39.9 g 30 Nov 87 
5386M1 42579 23d/7 Nov 87 53.2 ¢ 30 Nov 87 
536M2 42580 23d/7 Nov 87 51.6 g 30 Nov 87 
536M4 42581 23d/7 Nov 87 54.1 ¢ 30 Nov 87 
549M1 42647 22d/9 Nov 87 53.3 g 1 Dec 87 
549M3 42648 22d/9 Nov 87 52.7 g 1 Dec 87 
549M7 42649 22d/9 Nov 87 55.8 g 1 Dec 87 
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PATHOLOGY 


Fy Dose Group 3 -Males 


Animal ID No, _Path Ace, No, __Age/DOB___Wt, ____ Necropsy Date 

87D0417M1 42468 22d/8 Nov 87 49.6 ¢ 30 Nov 87 
417M2 42802 22d/8 Nov 87 56.4¢ 30 Nov 87 
420M1 42159 220/25 Oct 87 45.3 ¢ 16 Nov 87 
420M2 42160 220/25 Oct 87 39.6 g 16 Nov 87 
427M4 42209 24d/26 Oct 87 81.0¢ 19 Nov 87 
432M1 42154 230/24 Oct 87 50.5 g 16 Nov 87 
432M9 42155 230/24 Oct 87 476g 16 Nov 87 
435M1 42218 24d/26 Oct 87 64.2 ¢ 19 Nov 87 
435M2 42219 240/26 Oct 87 65.4 g 19 Nov 87 
435M4 42220 240/26 Oct 87 63.4 g 19 Nov 87. 
443M1 42176 22d/25 Oct 87 58.5 g 16 Nov 87 
443M2 42177 224/25 Oct 87 58.8 g 16 Nov 87 
443M4 42178 22/25 Oct 87 54.5 g¢ 16 Nov 87 
456M1 42248 224/28 Oct 87 45.3 g 19 Nov 87 
456M2. 42249 22d/28 Oct 87 41.6 ¢ 19 Nov 87 
456M4 42250 220/28 Oct 87 45.9¢g 19 Nov 87 
459M2 42325 220/29 Oct 87 58.3 g 20 Nov 87 
466M1 42371 260/30 Oct 87 69.6 g 25 Nov 87 
466M2 42372 26d/30 Oct 87 74.8 g 25 Nov 87 
469M 42338 22d/29 Oct 87 48.2¢ 20 Nov 87 
469M7 42339 22d/29 Oct 87 47.4¢ 20 Nov 87 
469M10 42340 220/29 Oct 87 49.6 g 20 Nov 87 
471M1 42479 23d/4 Nov 87 55.9 g 27 Nov 87 
471M2 42480 23d/4 Nov 87 58.0 g 27 Nov 87 
478M2 42400 25d/31 Oct 87 54.9 g 25 Nov 87 
478M3 42401 25d/31 Oct 87 63.9 g 25 Nov 87 
478M5 42402 25d/31 Oct 87 63.0 g 25 Nov 87 
480M1 42497 22d/5 Nov 87 49.7 g 27 Nov 87 
480M2 42498 22d/5 Nov 87 50.0 g 27 Nov 87 
490M1 42A27 23d/2 Nov 87 55.0 g 25 Nov 87 
490M2 42428 23d/2 Nov 87 62.4 ¢ 25 Nov 87 
490M6 42429 23d/2 Nov 87 62.6 g 25 Nov 87 
494M1 42503 22d/5 Nov 87 52.4¢ 27 Nov 8&7 
494M2 42504 22d/5 Nov 87 52.6 g 27 Nov 87 
494M4 _ 42505 22d/5 Nov 87 48.7 g 27 Nov 87 
508M2 42749 22d/19 Nov 87 | 49.2¢ 11 Dec 87 
511M1 42561 24d/6 Nov 87 5l.1g 30 Nov 87 
511M2 42562 24d/6 Nov 87 46.4¢ 30 Nov 87 
511M4 42563 24d/6 Nov 87 52.6 g 30 Nov 87 
515M1 42572 23d/7 Nov 87 50.5 g 30 Nov 87 
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87D0414M1 
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22d/11 Nov 87 
22d/11 Nov 87 
22d/11 Nov 87 
24d/26 Oct 87 
24d/26 Oct 87 
24d/26 Oct 87 
24d/26 Oct 87 
24d/26 Oct 87 
24d/26 Oct 87 
22d/28 Oct 87 
22d/28 Oct 87 


| 22d/28 Oct 87 


264/30 Oct 87 
260/30 Oct 87 
26d/30 Oct 87 
26d/30 Oct 87 
26d/30 Oct 87 
24d/1 Nov 87 
24d/1 Nov 87 
220/17 Nov 87 
220/17 Nov 87 
22d/17 Nov 87 
23d/4 Nov 87 
23d/4 Nov 87 
23d/4 Nov 87 
23d/2 Nov 87 
23d/2 Nov 87 


(Cont.): PATHOLOGY 
Pathology Annex A 
IB 
23d/7 Nov 87 48.2 ¢ 
23d/7 Nov 87 55.1 ¢ 
22d/9 Nov 87 47.62 
22d/9 Nov 87 53.3 g 
22d/9 Nov 87 47.22 
22d/19 Nov 87 | 55.5¢ 
22d/19 Nov 87 | 50.2¢ 
22d/19 Nov 87 | 57.9¢ 
22d/8 Nov 87 50.1 ¢ 
220/23 Nov 87 } 49.1¢g 
23d/7 Nov 87 55.6 g 
23d/7 Nov 87 60.3 g 
23d/7 Nov 87 55.3 g 


Fy Dose Group 4 -Males 


43.4 g 
46.1 ¢ 
446¢ 
54.5 g 
50.0 g 
56.8 g 
61.7 ¢ 
55.2 g 
59.8 g 
44.0¢g 
45.7 g 
40.2 ¢ 
66.7 g 
62.4 g 
72.2 ¢ 
69.0 g 
64.6 g 
63.9 g 
$7.42 
41.4¢ 
37.1¢g 
40.0 g 
dl.ig 
47.22 
48.9 g 
53.9 g 
50.8 g 


30: Nov 87 
30 Nov 87 
1 Dec.87 

1 Dec 87 

1 Dec 87 

11 Dec 87 
11 Dec 87 
11 Dec 87 
30 Nov 87 
15 Dec 87 
30 Nov 87 


30 Nov 87° 


30 Nov 87 


3 Dec 87 

3 Dec 87 

38 Dec 87 

19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
19 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
25 Nov 87 
9 Dec 87 

9 Dec 87 

9 Dec 87 

27 Nov 87 
27 Nov 87 
27 Nov 87 
25 Nov 87 
25 Nov 87 


a ee he EA re 8 Re ee, 
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87D0505M6 


TSP ose estecann cone, aid 


Appendix ce) 


(Cont, bs PATHOLOGy 


Pathology Annex A 


~ 


FR Tea SOT TENCE CYST CUS SED NOET EON 


7 


— 


- Coppes et al -- 447 
Appendix O (Cont.}77 PATHOLOGY 


Pathology Annex A 


imal TD N Path A é 


87D0872F1 . 43341 23d/10 Apr 88 | 64.1¢ 3 May 88 
872E2 43342 23d/10 Apr 88 | 59.2¢ 3 May 88 
872F3 43343 23d/10 Apr 88 | 65.8¢ 3 May 88 
87284 43344 23d/10 Apr 88 | 64.7¢ 3 May 88 
876F 1 43364 22d/11 Apr 88 | 50.0¢ 3 May 88 
876F2 43365 22d/11 Apr 88 | 49.7¢ 3 May 88 
876F4 43366 22d/11 Apr 88 | 50.6¢ 3 May 88 
878F 1 43495 22d/14 Apr 88 | 50.2¢ 6 May 88 
878F2 43496 220/14 Apr 88 52.7 ¢ 6 May 88 
878F5 43497 22d/14 Apr 88 | 47.0¢ 6 May 88 
878F6 43498 22d/14 Apr 88 | 55.4¢ 6 May 88 

* 922K 43620 22d/26 Apr 88 | 57.9¢ 18 May 88 
922F2 43621 22d/26 Apr 88 | 49.8¢ 18 May 88 
922F3 43622 22d/26 Apr 88 | 49.9¢ 18 May 88 
922F4 43623 22d/26 Apr 88 | 49.3¢ 18 May 88 
940F 1 43449 22d/12 Apr 88 | 36.0¢ 4 May 88 
940F3 43450 22d/12 Apr 88 | 36.1¢g 4 May 88 
94084 43451 22d/12 Apr 88 | 38.2¢ 4 May 88 
952F'1 43676 22d/1 May 88 58.9 g 23 May 88 
952F2 43677 22d/1 May 88 56.3 g 23 May 88 

*952F6 43679 22d/1 May 88 35.4 g 23 May 88 
956F'1 43518 22d/14 Apr 88 | 46.2¢ 6 May 88 
956F 2 43519 22d/14 Apr 88 | 45.3¢ 6 May 88 
956F6 43520 22d/14 Apr 88 | 43.2¢ 6 May 88 
970F2 43524 22d/14 Apr 88 | 59.6¢ 6 May 88 
970F4 43525 220/14 Apr 88 | 60.0¢ 6 May 88 
972F 1 43531 22d/14 Apr 88 | 46.8¢ 6 May 88 
972F3 43532 22d/14 Apr 88 | 48.2¢ 6 May 88 
9725 43533 220/14 Apr 88 | 49.5 ¢ 6 May 88 
972E7 43534 22d/14 Apr 88 | 50.6¢ 6 May 88 


*952F'4 43678 - gross lesions observed, separate report 
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imal ID 


87D0808F1 


Appendix 0O 


(Cont. ars 


™ 
at 
~~ 


PATHOLOGY 


Pathology Annex A 


F9 Dose Group 2 - Females 


P 


1B 


224/12 Apr 88 
22d/12 Apr 88 
22d/12 Apr 88 
22d/12 Apr 88 
22d/27 Apr 88 
22d/27 Apr 88 
24d/8 Apr 88 

24d/8 Apr 88 

24d/8 Apr 88 

24d/8 Apr 88 

22d/12 Apr 88 
22d/12 Apr 88 
23d/10 Apr 88 
23d/10 Apr 88 
23d/10 Apr 88 
22d/12 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
22d/14 Apr 88 
22d/14 Apr 88 
22d/14 Apr 88 
22d/11 Apr 88 
22d/14 Apr 88 
22d/14 Apr 88 
22d/11 Apr 88 


| 22d/11 Apr 88 


22d/11 Apr 88 
22d/27 Apr 88 
22d/27 Apr 88 
22d/27 Apr 88 
22d/11 Apr 88 
22d/11 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
22d/12 Apr 88 
22d/12 Apr 88 
22d/13 Apr 88 
22d/13 Apr 88 
22d/13 Apr 88 


40.6 g 
38.3 g 
39.8 g 
419¢ 
46.8 g 
58.8 g 
64.0 g 
61.4¢ 
61.9 ¢ 
63.6 g 
61.5 g 
63.3 g 
58.7 g 
54.0 g 
58.7 g 
70.6 g 
53.3 g 
53.3 g 
51.9 ¢ 
49.8 g 
45.6 g 
52.6 g 
46.6 g 
44.2 ¢ 
41.2¢ 
53.2 g 
46.9 g 
48.1 ¢ 
42.3 g 
37.3 2g 
38.6 g 
36.9 g 


46.72 ' 


47.72 
55.1 g 
54.0 ¢ 
60.1 g 
57.5 g 
45.3 ¢ 
49.4¢ 
47.8 g 
52.3 g 
49.7 g 


4 May 88 
4 May 88 
4 May 88 
4 May 88 
19 May 88 
19 May 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
4 May 88 
4 May 88 
3 May 88 
3 May 88 
3 May 88 
4 May 88 
16 May 88 
16 May 88 
16 May 88 
16 May 88 
6 May 88 
6 May 88 
6 May 88 
3 May 88 
6 May 88 
6 May 88 
3 May 88 
3 May 88 
3 May 88 
13 May 88 
19 May 88 
19 May 88 
3 May 88 
3 May 88 
9 May 88 
9 May 88 
9 May 88 
9 May 88 
4 May 88 
4 May 88 
5 May 88 
5 May 88 
5 May 88 


43434 - gross lesions observed, separate report 
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Appendix O (Cont.): PATHOLOGY 
i] Pathology Annex A 
imal Acc,N B N D 
87D0948F'4 43479 20d/13 Apr88 | 412g | 5May8s 
960F 1 43478 20d/13 Apr88 | 466¢ | 5 May 88 
960F2 43479 22d/13 Apr 88 | 483¢ | 5 May 88 
960F3 43480 224/13 Apr 88 | 479g | 5May88 
960F4 43481 22d/13 Apr88 | 427g | 5 May 88 
O64F 1 43485 20d/13 Apr 88 | 512g | 5 May88 
9648 43486 20a/13 Apr 88 | 539¢ | 5 May88 


F9 Dose Group 3 - Females 


87D0804F2 43287 23d/9 Apr 88 58.0 g 2 May 88 . 
80483 43288 23d/9 Apr 88 66.8 g 2 May 88 
804F8 43289 23d/9 Apr 88 53.8 g 2 May 88 
812F 1 43233 24d/8 Apr 88 58.2 g 2 May 88 
826F2 43571 23d/17 Apr 88 | 46.3¢ 10 May 88 
826F3 43572 23d/17 Apr 88 | 42.7¢ 10 May 88 
826F4 43573 23d/17 Apr 88 | 48.6¢ 10 May 88 
826F8 43574 23d/17 Apr 88 | 52.1g 10 May 88 

} 836F1 43247 24d/8 Apr 88 68.2 g 2 May 88 
836F3 43248 24d/8 Apr 88 62.3 g 2 May 88 
836F4 43249 24d/8 Apr 88 62.6 g 2 May 88 
846F3 43255 24d/8 Apr 88 57.4¢ 2 May 88 
846F4 43256 24d/8 Apr 88 59.3 ¢ 2 May 88 
846F8 43257 24d/8 Apr 88 57.6 ¢ 2 May 88 
882F'1 43372 22d/11 Apr 88 | 45.8¢ 3 May 88 
882F2 43373 22d/11 Apr 88 | 45.6¢ 3 May 88 
882F4 43374 22d/11 Apr 88 | 46.3¢ 3 May 88 
882F5 43375 22d/11 Apr 88 | 46.2¢ 3 May 88 
890F 1 43379 22d/11 Apr 88 6l.1g 3'May 88 
890F4 43380 22d/11 Apr 88 | 57.1g 3 May 88 
890F6 43381 22d/11 Apr 88 | 60.1g 3 May 88 
S06F2 43390 22d/11 Apr 88 | 49.6¢ 3 May 88 
S066 43391 22d/11 Apr 88 | 49.4¢ 3 May 88 
906F7 43392 22d/11 Apr 88 | 51.8¢ 3 May 88 
906F8 43393 22d/11 Apr 88 | 46.3¢ 3 May 88 
910F1 43663 22d/28 Apr 88 | 45.9¢ 20 May 88 
910F2 . 43664 22d/28 Apr 88 | 38.7¢ 20 May 88 
910F4 43665 224/28 Apr 88 | 42.2¢ 20 May 88 
910F5 43666 22d/28 Apr 88 | 42.3¢g 20 May 88 
918F 1 43439 22d/12 Apr 88 | 56.8¢ 4 May 88 
918F2 43440 22d/12 Apr 88 | 55.4¢ 4 May 88 
918F3 43441 22d/12 Apr 88 | 59.2¢ 4 May 88 


@ 918F4 43442 22d/12 Apr 88 | 57.4¢ 4 May 88 


GTR ASIN Lik eh gy ale on OF PIT NASI Me PEELE RE TT mS ee ES CREAR NPE CN IE L08 N AEELOAEES RS OH LL s OTE YI OE LONI RIV UT ER EN A On meme PryrerDernaee 


87D0920F 1 
920F6 
930F1 
944F'1 


87D0816F 1 
816F2 
816F3 
816F4 
820F 1 
820F2 
824F'1 
824F2 
824F3 
824F'4 
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Appendix 0 


(Cont.): 


Pathology Annex A 


23d/16 Apr 88 
23d/16 Apr 88 
23d/30 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
24d/15 Apr 88 
22d/1 May 88 
22d/1 May 88 
22d/1 May 88 
22d/1 May 88 


PATHOLOGY 


57.0 g 
68.2 g¢ 
60.5 g 
57.5 ¢ 
48.8 g 
49,2 g 
48.2 g 
53.3.¢ 
53.7 g 
471.72 
55.1 g 


F9 Dose Group 4 - Females 


22/7 Apr. 88 
22d/7 Apr 88 
22d/7 Apr 88 
22d/7 Apr 88 


| 24d/15 Apr 88 


24d/15 Apr 88 
22d/12 Apr 88 
224/12 Apr 88 
22d/12 Apr 88 
22d/12 Apr 88 
22d/7 Apr 88 
22d/7 Apr 88 
22d/7 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
24d/8 Apr 88 
22d/12 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
22d/24 Apr 88 
23d/10 Apr 88 
23d/10 Apr 88 
23d/10 Apr 88 


50.5 g 
54.1 g 
54.6 g 
59.1 ¢g 
60.6 g 
62.4 g 
44.0 ¢ 
44.8 ¢ 
46.8 g 
46.2 ¢ 
50.1 g 
51.7 ¢g 
49.8 g 
50.2 g 
44.5 ¢ 
43.9 g 
48.8 g 
56.4 g 
474g 
54.4 g¢ 
74.9 g 
49.3 g 
48.3 g 
50.6 g 
49.8 g 
53.8 g 
53.0 g 
55.8 g 


23 May 88 


23 May 88 


29 Apr 88 
29 Apr 88 
29 Apr 88 
29 Apr 88 
9 May 88 
9 May 88 
4 May 88 
4 May 88 
4 May 88 
4 May 88 
29 Apr 88 
29 Apr 88 
29 Apr 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
4 May 88 
16 May 88 
16 May 88 
16 May 88 
16 May 88 
3 May 88 
3 May 88 
3 May 88 


7? 
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Appendix O (Cont.): PATHOLOGY 
€ Pathology Annex A 
Animal ID No. __ Path Ace, No, Age/DOB Wt, _ Necropsy Date 

87D0884F'5 43353 23d/10 Apr 88 | 53.9¢ 3 May 88 
SO4F1 43579 224/18 Apr 88 | 46.6¢ | 10May88 
O4F2 43580 224/18 Apr 88 | 40.2¢ | 10May88 
894F'5 43581 22d/18 Apr 88 | 43.9¢ 10 May 88 
89456 43582 22d/18 Apr 88 | 464¢ 10 May 88 
898F 1 43357 23d/10 Apr 88 | 59.6¢ 3 May 88 
898F2 43358 23d/10 Apr 88 65.9 g 3 May 88 
8983 43359 23d/10 Apr 88 | 59.0¢ 3 May 88 
934F 1 43647 220/27 Apr 88 | 44.1¢ 19 May 88 
934F2 43648 22d/27 Apr 88 | 46.2¢ 19 May 88 
934F3 43649 220/27 Apr 88 | 42.6¢ 19 May 88 
934F'4 43650 22d/27 Apr 88 | 43.8¢ 19 May 88 


F9 Dose Group 1 -Males 


87D0814M1 43235 24d/8 Apr.88 53.1g 2 May 88 
814M2 43236 24d/8 Apr 88 55.7 g 2 May 88 
814M3 43237 24d/8 Apr 88 64.6 g 2 May 88 
814M4 43238 24d/8 Apr 88 57.5 g 2 May 88 

ng 830M1 43607 22d/25 Apr 88 | 45.3¢ 17 May 88 
830M2 43608 22d/25 Apr 88 | 35.0¢ 17 May 88 
830M5 43609 220/25 Apr 88 | 40.3g¢ 17 May 88 
830M6 43610 220/25 Apr 88 | 49.3¢ 17 May 88 
848M1 43291 23d/9 Apr 88 55.8 g 2 May 88 
848M2 43292 23d/9 Apr 88 47.6 ¢ 2 May 88 
848M4 43293 23d/9 Apr 88 56.2 g 2 May 88 

’ 848M5 43294 23d/9 Apr 88 54.4 g 2 May 88 
858M2 43315 23d/10 Apr 88 | 58.6¢g 3 May 88 
858M5 43316 23d/10 Apr 88 | 61.8¢ 3 May 88 
858M6 43317 230/10 Apr 88 | 59.9¢ 3 May 88 
862M2 43322 230/10 Apr 88 | 63.7¢ 3 May 88 
862M3 43323 230/10 Apr 88 | 57.0¢g | 3May88 
862M4 43324 23d/10 Apr 88 | 53.2¢ 3.May 88 
862M6 43325 23d/10 Apr 88 | 57.2¢g 3 May 88 
872M1 43338 230/10 Apr 88 | 60.5¢ 3 May 88 
‘872M2 . 43339 23d/10 Apr 88 | 67.4¢ 3 May 88 
872M3 . 43340 23d/10 Apr 88 | 62.3¢ 3 May 88 
876M2 43361 22d/11 Apr 88 | 55.3¢g 3 May 88 
876M3 43362 22d/11 Apr 88 | 46.8¢ 3 May 88 
876M4 43363 22d/11 Apr 88 | 52.1¢ 3 May 88 
878M1 43491 22d/14 Apr 88 | 54.8¢ 6 May 88 
878M2 43492 22d/14 Apr 88 | 56.2¢ 6 May 88 


878M3 43493 200/14 Apr 88 | 534g | 6May88 
} 878M4 43494 220/14 Apr 88 | 587g |- 6May88 
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Appendix O (Cont.): PATHOLOGY | 
Pathology Annex A © 
87D0922M2 43617 22d/26 Apr 88 | 52.8¢ 18 May 88 
922M3 43618 220/26 Apr 88 | 52.9¢ 18 May 88 
922M4. 43619 220/26 Apr 88 | 51.0¢ 18 May 88 . 
940M2 43444 22d/12 Apr 88 | 37.3¢ 4 May 88 
940M3 43445 22d/12 Apr 88 | 36.3¢ 4 May 88 
940M6 43446 22d/12 Apr 88 | 34.1¢ 4 May 88 
940M7 43447 22d/12 Apr 88 | 39.3¢ 4 May 88 V3 
940M8 43448 22d/12 Apr 88 | 42.9¢ 4 May 88 
952M2 43673 22d/1 May 88 60.8 g 23 May 88 
952M4 43674 22d/1 May 88 60.8 g 23 May 8 
952M5 43675 22d/1 May 88 63.9 g 23 May 88 
956M1 43514 22d/14 Apr 88 | 50.0g 6 May 88 
956M2 43515 20d/14 Apr 88 | 5l.1g 6 May 88 
956M4 43516 22d/14 Apr 88 52.9 g 6 May 88 © 
956M5 43517 220/14 Apr 88 | 49.6¢ 6 May 88 
972M1 43527 22d/14 Apr 88 | 56.3¢ 6 May 88 
972M2 43528 . 220/14 Apr 88 | 58.3¢ 6 May 88 
972M3 43529 220/14 Apr 88 | 42.8¢ 6 May 88 
972M4 43530 22d/14 Apr 88 | 34.9¢ 6 May 88 
F9 Dose Group 2 - Males 
87D0808M1 43410 22d/12 Apr 88 | 37.5g 4 May 88 
808M3 43411 22d/12 Apr 88 | 34.8¢ 4 May 88 
808M5 43412 22d/12 Apr 88 | 42.5¢ 4 May 88 
808M7 43413 22d/12 Apr 88 | 37.0g 4 May 88 
844M 1 43628 220/27 Apr 88 | 384g 19 May 88 
844M3 43629 220/27 Apr 88 | 43.4¢ 19 May 88 
844M4 43630 22d/27 Apr 88 | 45.4¢g 19 May 88 
844M6 43631 22d/27Apr 88 | 36.0¢g 19 May 88 
854M3 43266 24d/8 Apr 88 63.2 g 2 May 88 
854M5 43267 24d/8 Apr 88 69.7 g 2 May 88 
854M6 43268 24d/8 Apr 88 69.1¢ 2 May 88 
864M1 43428 22d/12 Apr 88 | 604g 4 May 88 
864M2 43429 22d/12 Apr 88 | 63.4¢ 4 May 88 
866M2 - 43331 23d/10 Apr 88 | 62.8¢ 3 May 88 
866M4 43332 23d/10 Apr 88 | 54.1g 3 May 88 
866M6 43333 23d/10 Apr 88 | 55.1g 3 May 88 
886M1 43598 220/24 Apr 88 | 52.3¢ 16 May 88 
886M2 43599 220/24 Apr 88 | 52.6¢ 16 May 88 
886M5 43600 220/24 Apr 88 | 59.6¢ 16 May 88 
886M6 * 43601 220/24 Apr 88 | 56.32 16 May 88 
892M1 43500 22d/14 Apr 88 | 56.0¢ 6 May 88 
892M2 43501 220/14 Apr 88 | 50.82 6 May 88 
892M3 43502 220/14 Apr 88 | 55.5g 6 May 88 
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Appendix O (Cont.): PATHOLOGY 
@ Pathology Annex A 
Ace, N 1B Ne 
87D0902M1 43383 22d/11 Apr 88 | 44.3¢ 3 May.88 
904M1 43507 22d/14 Apr88 | 51.3¢ 6 May 88 
904M2 43508 22d/14 Apr 88 | 48.7¢ 6 May 88 
904M3 43509 22d/14 Apr 88 56.3 g 6 May 88 
904M5 43510 22d/14 Apr 88 | 50.5¢ 6 May 88 
908M2 43395 29d/11 Apr 88 | 47.3¢ 3 May 88 
908M3 43396 22d/11 Apr 88 | 46.6¢ 3 May 88 
908M4 43397 22d/11 Apr 88 | 46.9¢ 3 May 88 
908M7 43398 22d/11 Apr 88 | 49.4¢g 3 May 88 
914M1 43635 22d/27 Apr 88 | 388¢ 19 May 88 
914M2 43636 22d/27 Apr 88 | 38.6¢ 19 May 88 
914M5 43637 22d/27 Apr 88 | 384¢ 19 May 88 
914M6 43638 220/27 Apr 88 | 39.3¢ 19 May 88 
926M1 43403 22d/11 Apr 88 51.3 ¢ 3 May 88 
926M3 43404 22d/11 Apr 88 | 53.6¢ 3 May 88 
928M1 43540 24d/15 Apr 88 | 58.3¢ 9 May 88 
928M2 43542 (24d/15 Apr 88 | 58.5¢g 9 May 88 
928M3 43543 24d/15 Apr 88 | 618¢ 9 May 88 
928M4 43544 24d/15 Apr 88 | 58.62 9 May 88 
@ 949M1 43453 20d/12 Apr 88 | 462¢ | 4May88 
942M2 43454 220/12 Apr 88 | 42.2¢ 4 May 88 
942M5 43455 22d/12 Apr88 | 45.7¢ 4 May 88 
942M6 43456 22d/12 Apr 88 | 44.3¢ 4 May 88 
948M2 43466 22d/13 Apr 88 | 53.9¢ 5 May 88 
948M1 43465 22d/13 Apr 88 | 51.2¢ 5 May 88 
948M5 43467 22d/13 Apr 88 | 56.4¢ 5 May 88 
948M6 43468 22d/13 Apr 88 | 55.7 ¢ 5 May 88 
960M1 43474 220/13 Apr 88 | 48.8¢ 5 May 88 
960M3 43475 22d/13 Apr 88 | 49.1¢ 5 May 88 
960M5 43476 22d/13 Apr 88 | 49.7 g¢ 5 May 88 
960M7 43477 22d/13 Apr 88 | 49.8 ¢ 5 May 88 
964M1 43483 22d/13 Apr 88 | 47.82 5 May 88 
964M3 43484 22d/13 Apr 88 } 53.0¢ 5 May 88 


F9 Dose Group 3 - Males 


87D0804M1 . 48283 23d/9 Apr 88 58.0 g 2 May 88 
804M2 43284 23d/9 Apr 88 63.9 g 2 May 88 
804M4 43285 23d/9 Apr 88 60.9 g 2 May 88 
804M5 43286 23d/9 Apr 88 67.8 g 2 May 88 
812M1 43231 24d/8 Apr 88 60.3 g 2 May 88 
812M2 43232 24d/8 Apr 88 54.2 g¢ 2 May 88 


@ 826M2 43568 23d/17 Apr 88 } 60.2¢ 10 May 88 
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imal 


87D0826M5 
826M6 
836M2 
836M5 
836M6 


87D0816M2 
816M4 
820M1 
824M1 


Appendix O (Cont.): PATHOLOGY 
Pathology Annex A 
Path Ace, Ni 1B 
43569 23d/17 Apr 88 | 48.2¢ 
43570 23d/17 Apr 88 | 60.7¢ 
43244 24d/8 Apr 88 68.0 g 
43245 24d/8 Apr 88 61.6 g 
43246 24d/8 Apr 88 72.6 g 
43587 23d/23 Apr 88 | 42.2¢ 
43251 24/8 Apr 88 -.| 63.4¢ 
43252 24d/8 Apr 88 57.1¢ 
43253 24d/8 Apr 88 61.9 g 
43254 24d/8 Apr 88 58.6 g 
43368 22d/11 Apr 88 | 48.1¢ 
43369 22d/11 Apr 88 | 45.6¢ 
43370 22d/11 Apr88 | 44.4¢ 
43371 92d/11 Apr 88 | 44.82 
43377 22d/11 Apr 88 60.2 g 
43378 22d/11 Apr 88 | 60.9¢ 
43386 22d/11 Apr 88 | 52.2¢ 
43387 22d/11 Apr 88 | 52.7¢ 
43389 22d/11 Apr 88 | 51.9¢ 
43388 22d/11 Apr88 | 560g 
43659 22d/28 Apr 88 } 41.7¢ 
43660 220/28 Apr 88 | 41.3¢ 
43661 220/28 Apr 88 | 42.6¢ 
43662 22d/28 Apr 88 | 45.0¢g 
43436 22d/12 Apr 88 | 61.3¢ 
43437 22d/12 Apr 88 | 60.6¢ 
43438 | 22d/12 Apr 88 | 60.1¢ 
43563 23d/16 Apr 88 | 67.7¢ 
43669 23/30 Apr 88 | 61.32 
43670 23d/30 Apr 88 | 59.6g 
* 43550 24d/15 Apr 88 | 57.0g 
43551 24d/15 Apr 88 | 54.8¢ 
43552 24d/15 Apr 88 | 59.6¢ 
43553 240/15 Apr 88 | 57.5¢ 
43522 22d/14 Apr 88 | 27.3¢ 
42681 22d/1 May 88 52.3 g 
’ 43682 22d/1 May 88 48.2¢ 
43683 22d/1 May 88 53.9 g 
43684. 22d/1 May 88 53.9 g 


F9 Dose Group 4 - Males 


22d/7 Apr 88 56.5 g 
22d/7 Apr 88 35.2 g 
24d/15 Apr 88 | 63.8¢ 
22d/12 Apr 88 | 484g 


10 May 88 
10 May 88 
2 May 88 
2 May 88 
2 May 88 
16 May 88 
2 May 88 
2 May 88 
2 May 88 
2 May 88 
3 May 88 


3 May 88 - 


3 May 88 
3 May 88 
3 May 88 
3 May 88 
3 May 88 
3 May 88 
3 May 88 
3 May 88 
20 May 88 


20 May 8&8 


20 May 88 
20 May 88 
4 May 88 
4 May 88 
4 May 88 
9 May 88 
23 May 88 
23 May 88 
9 May 88 
9 May 88 
9 May 88 
9 May 88 
6 May 88 
23 May 88 
23 May 88 
23 May 88 
23 May 88 


29 Apr 88 
29 Apr 88 
9 May 88 
4 May 88 


@ 


‘ 
j 
j 
: 
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Appendix O (Cont.): PATHOLOGY 
Glossary of Microscopic Findings 
Coagulating Gland 


--Inflammation, Lymphocytic: The interstitial connective tissue is infiltrated with increased 
numbers of lymphocytes, individually or in small aggregates. 


Epididymus 
--Decreased Spermatozoa: Decreased numbers of spermatozoa are present in epididymal tubules. 


--Epithelial Hyperplasia: The epithelium is multi-layered and non-ciliated. This is associated with 
inflammation and the epithelium is infiltrated ‘ies leukocytes. 


--Inflammation, Granulomatous: Focal or multifocal granulomatous inflammation with sperm 
visible. 

--Inflammation, Lymphocytic: Increased numbers of lymphocytes, individually and in small 
aggregates, are confined to the interstitial connective tissue and occasionally the glandular 
epithelium. 


--Inflammation, Subacute: The interstitial connective tissue contains increased numbers of 
lymphocytes, neutrophils and macrophages. 


Fetus 


--Autolysis, with Associated Endometrial Inflammation: The endometrium is infiltrated with 
neutrophils, Indicates death in utero. 


Kidney 
--Hydronephrosis, Unilateral: Self-explanatory. 
--Hyperplasia, Epithelium of Tubules: Self-explanatory. 
--Vacuolation, Epithelium of Tubules: Self-explanatory 

Liver 


--Inflammation, Subacute: Multifocal infiltration of the connective tissue of portal triads and/or 
sinusoids by a mixed population of mononuclear cells. 


Injection Artifact: Self-explanatory. 

Lungs 
Acute Congestion: Self-explanatory. 
--Alveolar Histiocytosis: Self-explanatory. 
--Hemorrhage: Self-explanatory. 


--Inflammation, Interstitial, Subacute: Multifocal, interstitial aggregates of macrophages and 
neutrophils, with a few lymphocytes, are randomly scattered through the parenchyma. 


--Vascular Mineralization: The walls of one or more medium-sized vessel: in the lungs has a 
mineralized focus. 
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: Ovaries 
--Cyst(s): Self-explanatory. 
--Decreased Corpora Lutea: Corpora lutea are decreased in number. 
--Hyperplasia, Interstitial Cell: Self-explanatory. 
--Mineralization: Self-explanatory. 
Pituitary Gland 
--Cyst(s): Ciliated or non-ciliated, in any portion of the gland. 


--Inflammation, Lymphocytic: Increased numbers of lymphocytes are present in the interstitial 
connective tissue of the pars distalis. 


Prostate Gland 
-Hemorrhage: Self-explanatory 


--Inflammation, Acute: Neutrophils are present in the interstitial tissue and in the epithelium and 
lumens of the glands. 


--Inflammation, Lymphocytic: Increased numbers of lymphocytes, individually and in small 
aggregates, are confined to the interstitial connective tissue and occasionally the glandular 
epithelium. 


--Inflammation, Purulent: One or more glandular lumens contains masses of neutrophils, 
degenerating neutrophils and debris. 


--Mineralization: Small, mineralized foci, probably sloughed epithelial cells, are present in 
glandular lumens. 


--Necrosis: Necrotic cells, probably epithelial, are present in one or more glandular lumens. 
Testes 


--Degeneration, Seminiferous Tubules: Loss of germinal epithelium, with local aspermatogenesis. 
Sertoli cells remain. 


--Hyperplasia, Interstitial Cell: Self-explanatory. 
--Inflammation, Lymphocytic, Tunica Albuginea: An infiltrate of lymphocytes is present in the 
tunica albuginea. 

Thymus 
--Acute Hemorrhage: Self-explanatory. 

Urinary Bladder 

-Inflammation, Lymphocytic: The submucosal connective tissue is infiltrated with increased 
numbers of lymphocytes, individually or in smal] aggregates. 

Uterus 


--Dilated Luraen: Self-explanatory. 


Coppes et al -- 871 
Appendix O (Cont.): PATHOLOGY 


--Hemorrhage/Hematoma: Self-explanatory. 
Inflammation, Lymphocytic: Infiltration of the submucosa and mucosa with lymphocytes. 


ar on oa Suppurative: The lumen contains masses of neutrophils, degenerate neutrophils, 
and debris. 


--Lymphoid Aggregates: Self-explanatory. 


--Pigment in Macrophages: Groups of macrophages contain yellow-brown, refractile, granular, 
isotropic pigment, probably lipofuscin and/or ceroid. 


Vagina 
--Hemorrhage: Self-explanatory. 


--Inflammation, Acute, Serosa: There is an infiltration of neutrophils in the adventitial connective 
tissue. 


--Inflammation, Lymphocytic: Infiltration of the submucosa and mucosa with lymphocytes. 


--Inflammation, Subacute: The submucosa is infiltrated by lymphocytes, neutrophils, and a few 
macrophages. 


Vulva 
--Inflammation, Lymphocytic: Infiltration of the submucosa and/or mucosa with lymphocytes. 
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